Experimental Methods
General. N-methylpyrrolidone (NMP), diethylether and dichloromethane (DCM) were purchased from Merck. Fmoc-protected amino acids (Fmoc-AA's), 2-(1H-Benzotriazole-1-yl)-1,1,3,3-tetramethyluronium tetrafluoroborate (TBTU) and N,N-diisopropylethylamine (DIEA) were purchased from GL Biochem (Shanghai) Ltd. Trifluoroacetic acid (TFA) and triisopropylsilane (TIS) were purchased from Aldrich. α-cyano-4-hydroxycinnamic acid ( 
Synthesis of peptides with known sequence (5mers to 8 mers): Peptides with known
sequence was synthesized in a parallel fashion using an automated synthesizer Titan 357 (AAPPTEC). TentaGel S Amino beads (100 mg, 90 µm diameter, the loading of NH 2 : 0.24 mmol/g) were swelled in NMP (2 ml) for 120 min in each Reaction Vessel (RV). After draining the solvent, Fmoc-methionine (Fmoc-Met) (3 equiv, 0.1 M solution in NMP) was added to each RV, as well as TBTU (3 equiv, 0.2 M solution in NMP) and DIEA (7.5 equiv, 0.5 M in NMP).
Each RV was vortexed for 30 min. After draining the solution, the coupling step was repeated.
The resulting beads in each RV were thoroughly washed by NMP (2 ml × 4). Next, 20% piperidine in NMP (2 ml) was added and each RV was vortexed for 15 min. The liquid was drained and a fresh solution of 20% piperidine in NMP (2 ml) was added and each RV was vortexed for another 30 min. The resulting beads in each RV were thoroughly washed by NMP (2 ml x 4) and DCM (2 ml × 4). A fmoc-protected amino acid (3 equiv), TBTU (3 equiv) and DIEA (7.5 equiv) were added to each RV. Each RV was then vortexed for 30 min. After draining the solution, the coupling step was repeated. The resulting beads in each RV were washed by NMP (2 ml × 4). 20% piperidine in NMP (2 ml × 4) was added to each RV, which was vortexed for 15 min. The liquid was drained and a fresh solution of 20% Piperidine in NMP (2 ml) was added with vortexing for another 30 min. The beads in each RV were thoroughly washed by NMP (2 ml × 4) and DCM (2 ml × 4). The above coupling and deprotection steps were repeated until the beads in each RV contained peptides with a designated sequence, including the initial Rapid Microwave Assisted CNBr cleavage of Bead Bound Peptides (Supplementary Information) 4 methionine. The beads in each RV were transferred to an 8 ml reactor with a filter respectively.
The protective groups in the residues were removed by shaking in TFA-water-TIS (2 ml, 94:3:3, v/v) for 2 h. The solvent was drained and the resulting beads were thoroughly washed by DCM (3 ml × 3), methanol (3 ml × 3), water (3 ml × 3), methanol (3 ml × 3), DCM (3 ml × 3), and diethylether (3 ml × 1), successively, and then dried under reduced pressure for 24 h. The purity of peptides was demonstrated by HPLC after the cleavage of peptides from beads [HPLC analysis conditions: C18 column (2.1 mm × 100 mm, 1. and DIEA (7.5 equiv, 0.5 M in NMP). The CV was vortexed for 30 min. After draining the solution, the coupling step was repeated. The resulting beads were thoroughly washed by NMP (27 ml × 4). Next, 20% piperidine in NMP (27 ml) was added and the CV was vortexed for 15 min. The liquid was drained and a fresh solution of 20% piperidine in NMP (27 ml) was added and the CV was vortexed for another 30 min. The resulting beads were thoroughly washed by NMP (27 ml x 4) and DCM (27 ml × 4), followed by distribution equally into 18 Reaction Vessels (RV). One of the amino acid diversity elements (3 equiv), TBTU (3 equiv) and DIEA (7.5 equiv) were added to each RV. The RV was then vortexed for 30 min. After draining the solution, the coupling step was repeated. The resulting beads in each RV were washed by NMP (2 ml × 4). Again, 20% piperidine in NMP (2 ml) was added to each RV, which was vortexed for 15 min. The liquid was drained and a fresh solution of 20% Piperidine in NMP (2 ml) was added with vortexing for another 30 min. Beads in each RV were thoroughly washed by NMP (2 ml × 4) and DCM (2 ml × 4), which were combined into the CV. The overall split, coupling, deprotection, and mix processes were repeated until the beads appended a hexamer, including the initial methionine. The beads were transferred in a 50 ml reactor, equipped with a filter. The protective groups in the residues were removed by shaking in TFA-water-TIS (27 ml, 94:3:3, v/v) for 2 h. The solvent was drained and the resulting beads were thoroughly washed by DCM (27 ml × 3), methanol (27 ml × 3), water (27 ml × 3), methanol (27 ml × 3), DCM (27 ml × 3), Quantification of cleaved peptides. To a protected peptide of H 2 N-HLYFLRM-resin (100 mg, loading: ca. 0.24 mmol/g) in an 8-ml Alltech reactor was added NMP (2 ml), which was appended on 180 o shaker for 120 min. Dansyl chloride (3 eq.) and DIEA (7.5 eq.) were added to allow 1 hr on the shaker at dark. The liquid was drained and another portions of Dansyl chloride (3 eq.) and DIEA (7.5 eq.) in NMP (2 ml) were provided for complete coupling. After 1 hr the liquid was drained and the resulting resin was thoroughly washed with NMP (2 ml x 4), DCM (2 ml x 4), methanol (2 ml x 4), water (2 ml x 4), methanol (2 ml x 4), DCM (2 ml x 4), and diethylether (2 ml x 4), followed by drying under reduced pressure. The side-chain protection was removed by incubation with TFA/water/TIS (94/3/3, /v/v/v) at room temperature for 2 h. VGSIPFKRM*
